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To the Editor: Recently, a renin receptor was identified by
Nguyen et al. As both renin and prorenin are capable of
binding to it, it was named (pro)renin receptor.1 Binding to
the receptor and subsequent non-proteolytic activation of
prorenin can be blocked by a decoy peptide consisting of 10
aminoacids from the prorenin prosegment called the handle
region.2 Recent work demonstrates tremendous improve-
ment of renal and cardiovascular injury in various models by
treatment with this decoy peptide (overview in Uddin et al.3).
We recently showed that the renal injury induced by
antihypertensive therapy in the clipped kidney of rats with
two kidney, one clip renovascular hypertension is accom-
panied by an upregulation of renin as well as of the
(pro)renin receptor.4 Therefore, we now investigated the
effect of administration of this decoy peptide (NH2-
RILLKKMPSV-COOH, Biosyntan, Berlin, s.c. at 0.1 mg/kg
by osmotic minipumps) on the tubulointerstitial injury in
the clipped kidney of Goldblatt hypertensive rats induced
by 4 weeks of treatment with the ACE inhibitor enalapril.
Treatment with enalapril lowered blood pressure and induced
tubulointerstitial injury in the clipped kidney as assessed
by point counting as shown in Figure 1. Real-time reverse
transcription-PCR analysis of PAI-1 mRNA from whole
cortex confirmed the enalapril-induced injury in the clipped
kidney as shown in Table 1. However, administration of the
decoy peptide did not ameliorate renal injury as shown in
Figure 1 and Table 1. In addition, the enalapril-induced
increase in plasma renin, prorenin, and kidney renin were
unaltered by the decoy peptide, whereas prorenin levels in the
kidney were below the limit of detection.
In conclusion, our data do not confirm the effects of
the decoy peptide seen in other models and suggest that the
beneficial effects may be unrelated to prorenin as suggested
recently5 or that non-proteolytically activated prorenin
does not contribute to the renal injury induced by anti-
hypertensive therapy in the clipped kidney of renovascular
hypertensive rats.
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Figure 1 | Renal injury. Representative examples of renal
morphology of the clipped kidney are shown (PAS staining,
200-fold magnification). Tubulointerstitial injury was found in
enalapril- and enalaprilþdecoy peptide-treated rats.
Table 1 | Blood pressure, renal damage and renin values.
n
Systolic blood
pressure
(mm Hg)
Interstitial
volume (%)
PAI-1
relative
expression
Plasma
prorenin
(ng Ang I/ml h)
Plasma renin
(ng Ang I/ml h)
Renin clipped
kidney
(lg Ang I/g h)
Controls 7 115±3 5±0.4 1 2±1 11±3 292±46
Goldblatt 8 173±7* 7±1.2 0.7±0.2 3±1 13±3 426±113
Goldblatt+enalapril 8 123±5 27.4±3.1*** 21±8 92±20*** 94±9*** 2130±942***
Goldblatt+enalapril+decoy
peptide
8 113±6 23.3±3.2*** 23±4 62±23** 69±14** 1611±403**
*Po0.01, **Po0.001, ***Po0.0001 versus controls.
The PCR data are the mean of four PCR reactions performed with RNA pooled from 1–2 animals each.
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In a recent letter to the editor, Wetzels1 criticized our
randomized controlled trial on tacrolimus in patients with
membranous nephropathy (MGN).2 We strongly disagree
with his interpretation of our data for the following reasons:
1. We believe that our results clearly demonstrate that
tacrolimus represents a very potent therapeutic possibility
for MGN patients with nephrotic syndrome (NS) and
preserved renal function. The probability of remission
reached 94% after 18 months of therapy, tolerance was
very good and confirming that the achievement of NS
remission, even partial, renders the development of renal
insufficiency very unlikely,3 the risk of renal function
worsening was significantly higher among control patients.
NS relapsed in almost half of the patients after tacrolimus
withdrawal, but it is important to mention that no relapses
were detected in the period of tacrolimus withdrawal in
spite of very low drug doses.
2. Our results are very similar to those of Cattran
et al.4 using cyclosporin: a very high percentage of rapid
remissions but relapse of NS in approximately half of the
patients after drug withdrawal. After our trial, tacrolimus
was reintroduced in most of those patients with a relapse
of NS, entering in remission again (to be reported in future
publications). We believe that our data and those of
Cattran using cyclosporin outline two possible ways to
exploit the powerful effect of anticalcineurinics in MGN
(not merely due to hemodynamic effects, as recent studies
point to a direct influence of anticalcineurinics on the
structure and function of podocytes): a long-term treat-
ment with the lowest effective doses or investigation about
sequential immunosuppressive therapies that could avoid
the relapse of NS after anticalcineurinic withdrawal
(we are currently investigating this possibility with very
promising results).
3. Wetzels emphasized some nonsignificant imbalances
in our study (more patients 450 years in the control
group), whereas he obviates that 66% of treated patients of
450 years reached remission of NS in comparison with 0%
in the non-treated control group. There were no differ-
ences in baseline proteinuria and the reasons why some
patients did not reach 30 months of follow-up were loss of
follow-up or retirement of the patients because of renal
function worsening, as stated in the Methods section. The
important strengths of our study were the systematic use
of ACEI and ARB and the interval between diagnosis and
the onset of the study. We believe that our results are
particularly applicable to the important subset of MGN
that maintain NS for a long period of time without
spontaneous remissions.
4. We agree that alkylating agents have proven effective
in MGN. However, there is a general agreement about their
serious side effects and the need for less dangerous
therapeutic alternatives. In fact, Wetzels and co-workers5
shares our proposition about the restrictive use of
immunosuppressive agents for those patients with a more
aggressive presentation.6 In addition, preliminary pro-
spective studies favor anticalcineurinic drugs in compar-
ison with alkylating agents.7
5. The number of prospective trials such as ours on
MGN is very limited and they are absolutely necessary in a
disease with such a rate of spontaneous remission. Our
policy includes a conservative approach (with ACEI/ARB
in every case) for all the patients, waiting for the
appearance of a spontaneous remission. If NS persists for
more than 9–18 months (duration of this observation
period depends on patient’s characteristics), we recom-
mend a course of anticalcineurinics. But in those cases
with aggressive presentations (massive proteinuria accom-
panied by a rapid worsening of renal function), we still
prefer a course of steroids plus an alkylating agent.6 We
believe that clinicians need an open-minded vision to treat
a disease with such a variable presentation and course as
MGN, making the most of all the therapeutic alternatives
that have demonstrated a beneficial effect.
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